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 This memorandum addresses comments from the Office of Environmental Health 
Assessment (OEHHA, August 26, 2002) regarding the draft Methyl Bromide Risk 
Characterization Document for Aggregate Exposure (February 22, 2002).  
 
Pages 1-4: For acute exposure, OEHHA was concerned that the endpoint used to estimate the 
aggregate risk resulted in lower risks than those for individual routes alone. They proposed 
using the NOEL for developmental toxicity from a rabbit inhalation study for aggregate 
exposure.  
 
Response: The OEHHA proposal was based on the assumption that, in the absence of conclusive 
evidence, the mechanism of action for developmental toxicity was the same for both inhalation 
and oral exposures.  OEHHA supported the assumption with the results from the oral 
developmental toxicity studies (Kaneda et al., 1998) in which the data were interpreted to show 
limited evidence of adverse developmental effects. OEHHA was also concerned that the doses 
tested were at or lower than those used for the inhalation developmental toxicity studies.   
 
 DPR considers the OEHHA proposal to have limited application.  The developmental 
toxicity endpoint can only be applicable for women of childbearing age.  In comparison, the 
neurotoxicity endpoint used in the draft aggregate RCD is applicable for all population 
subgroups.  Furthermore, there are more uncertainties associated with the use of developmental 
toxicity than for neurotoxicity as the critical endpoint. Clinical signs associated with 
neurotoxicity have been reported for oral and inhalation routes whereas developmental toxicity 
has not been observed with the oral route.  DPR disagrees with OEHHA’s position that 
developmental toxicity was demonstrated in the oral developmental toxicity studies.  DPR 
considers the effects reported not treatment related; they were not statistically significant from 
the control and they were not dose-related.  The rabbits in the oral study may or may not have 
been adequately tested since comparison of absorbed doses only provides a limited estimation of 
the target tissue doses.  Pharmacokinetic studies with methyl bromide show differences in the 
disposition of methyl bromide when given by inhalation compared to gavage route of 
administration.  These differences are expected especially since inhalation exposure involved 
continuous exposure at the same dose for several hours compared to a single one-time bolus 
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dosing with gavage administration.  Furthermore, it is unlikely that the oral dose could be 
increased much higher than 10 mg/kg/day since 30 mg/kg/day caused severe erosion of the 
stomach lining of the pregnant rats (Kaneda et al., 1998). 
 

DPR will include the above discussion in the Risk Appraisal section.  The overall 
assessment, however, remains the same using the neurotoxicity as the endpoint since it is 
applicable for all population subgroups, including children.  
  
Page 4: For chronic exposure, OEHHA recommended that “aggregate risks be estimated 
separately for different exposure scenarios based on the toxicological endpoints most sensitive 
for the prevalent route of exposure for each scenario”, or aggregate chronic risk assessment 
should not be performed since the results were confusing and not useful.  
 
Response: The chronic aggregate risk was performed using the common endpoint approach as 
recommended by the U.S. EPA. The risks for individual route exposures were determined in the 
inhalation and dietary risk characterization documents.  DPR disagrees with OEHHA’s comment 
that the aggregate risks should not be performed.  DPR considers the analysis useful in that it 
points out the limitations of the database and the need for the risk management to consider risks 
mainly from the individual routes.  
 
Pages 4-5: OEHHA commented that the tox icological insignificance of body weight reduction 
discussed on page 3 and 30 of the draft RCD should be reconsidered.  
 
Response: In the draft RCD, the toxicological significance of the body weight reduction was 
discussed in the Risk Appraisal section in the context of uncertainty of the endpoint.  The 
significance of the effect was considered “uncertain” because the reduction varied little with 
continued exposure and was about 10% of control values for both routes of exposure. 
Furthermore, the effect was observed at some time points and not throughout the study. The 
discussion was not intended to dismiss its usefulness as a toxicological endpoint in the 
determination of a study NOEL.  


